Background: Epidemiologic studies have provided new insights into the association between psoriasis and cardiovascular diseases. Previous population studies have examined hypertension frequency in psoriasis patients. However, the relationship between severity of hypertension and psoriasis has not been characterized.
Introduction
An expanding number of epidemiologic and immunology studies have provided new insight into the association between psoriasis and cardiovascular diseases [1] [2] [3] [4] [5] [6] [7] [8] [9] . The initial link between psoriasis and coronary artery disease was suggested in the 1970s [10] . Since then, multiple population-based studies have suggested an association between these two diseases [7, [11] [12] [13] .
Results from a large population-based study showed an increased relative risk of myocardial infarction (MI) especially in young patients with severe psoriasis [1, 14, 15 ]. Psoriasis appears to be an independent risk factor for MI, even after controlling for traditional cardiac risk factors [4, 16, 17] . Additional populationbased studies have supported a relationship between psoriasis and cerebrovascular and peripheral vascular diseases [2, 18] .
Researchers have long suggested that vascular abnormalities might be present in patients with psoriasis [19] . Since the 1920s, histopathologists have observed the presence of abnormally dilated and tortuous capillaries in the dermal papillae and upper one-third of the dermis in psoriasis lesions [19] . The advent of electron microscopy enabled further characterization of these capillaries. These thin-walled vessels contained erythrocytes, displayed prominent gaps between endothelial cells, and lacked pericytes or surrounding smooth muscle cells [20] . Moreover, dilation of these abnormal capillaries was observed prior to keratinocyte hyperplasia in the early development of psoriasis lesions. Notably, the convoluted capillaries remained apparent in the upper dermis for many months even after cutaneous lesions had completely resolved [21, 22] .
Previous large population studies have examined the relationship between psoriasis and hypertension and have focused on the frequency of hypertension occurrence in psoriasis patients compared to non-psoriasis patients [3, [23] [24] [25] . However, to our knowledge, hypertension severity (as measured by complexity of anti-hypertensive regimen) in psoriatic patients compared to nonpsoriatic, hypertensive patients has not been described.
The primary aim of the study is to elucidate the relationship between the presence of psoriasis and severity of hypertension, as measured by number of anti-hypertensive classes used in each patient. Specifically, we sought to investigate whether patients with psoriasis have more severe hypertension or more difficult-tomanage hypertension compared to non-psoriatic hypertensive patients.
Methods
Ethics Statement: This retrospective study was approved by the Institutional Review Board at University of California Davis (UCD). The Institutional Review Board at UCD approved a waiver of informed consent for this study.
In this case-control study, we defined ''cases'' as patients diagnosed with both psoriasis and hypertension and ''controls'' as those with hypertension and without psoriasis.
We searched UCD Health System EMR database from January 1, 2004 to July 5 2009 to identify our study cohort. We initially identified 1044 patients who had ICD-9 codes for both psoriasis and hypertension. From this initial cohort, we performed manual chart review, abstracting medical record individually to ensure that these patients fulfilled the following three criteria: (1) the diagnosis of psoriasis was given by a board-certified dermatologist, (2) the diagnosis of hypertension was made by the primary care physician, a cardiologist, or a nephrologist, and (3) the initial diagnosis of psoriasis was made either before or within 10 years after the diagnosis of hypertension. Of the 1044 patients identified as potential cases through EMR, we excluded 209 patients who did not meet the case definition. We included the remaining 835 patients as cases for the study-those having both psoriasis and hypertension. These cases were frequency-matched in a 1:3 ratio to 2418 controls (non-psoriatic, hypertensive patients) on age, sex, and BMI. Inclusion in the control group required that hypertension was diagnosed by a primary care physician, cardiologist, or nephrologist.
The Seventh Report of the Joint National Committee on Prevention, Detection, Evaluation, and Treatment of High Blood Pressure (JNC 7) defines severity of hypertension based on the number and classes of antihypertensive agents [26] . Based on the JNC 7 criteria, we defined hypertension severity based on a patient's medication regimen: 0 = controlled with lifestyle modifications, 1 = monotherapy (excluding centrally acting agents), 2 = dual therapy (excluding centrally acting agents), 3 = triple therapy (excluding centrally acting agents), 4 = quadruple therapy and/or centrally acting agent.
We used anti-hypertension regimen as a measure for hypertension severity rather than discrete blood pressure measures because blood pressure measurements alone while on anti-hypertensive regimen have been considered a less reliable indicator of hypertension severity. We consulted with two board-certified University of California cardiologists to confirm that the use of anti-hypertensive regimen to define hypertension severity was applied adequately and accurately in our study. We also collected data on demographic and traditional cardiac risk factors in our study patients, including race, alcohol consumption, smoking status, and the presence of diabetes mellitus or hyperlipidemia. Univariate and multivariate logistic regression analyses were performed. Factors that were significant on univariate analyses (p,0.05) were included in the multivariate logistic regression model. We also forced diabetes mellitus status into the multivariate model due to its clinical relevance. All statistical analyses were performed using SAS software, version 9.1 (SAS Institute). Twotailed tests were used for all statistical analyses.
Results
In this case-control study, the demographic and clinical factors for the cases (psoriatic, hypertensive patients) and controls (nonpsoriatic, hypertension patients) are summarized in Table 1 . Our study groups had a slight male predominance (53%), mean age of 62, and body mass index of approximately 31.
Our univariate analysis showed that the severity of hypertension, as defined in by the number of anti-hypertensives, was significantly associated with the presence of psoriasis (p,0.0001) ( Table 2) , and this relationship remains significant after adjusting for diabetes, hyperlipidemia, and race (p,0.0001) using a multivariable conditional logistic regression model (Table 3) .
Compared to hypertensive patients without psoriasis, psoriasis patients with hypertension were 5 times more likely by multivariate analysis to be on monotherapy antihypertensive regimen (95% CI 3.60-7.05), 9.5 times more likely to be on dual antihypertensive therapy (95% CI 6.68-13.65), 16.5 times more likely to be on triple antihypertensive regimen (95% CI 11.01-24.84), and 19.9 times more likely to be on quadruple therapy or centrally-acting agent (95% CI 10.58-37.33), after adjusting for diabetes, hyperlipidemia, smoking status, and race. These results suggest a significant correlation between the treatment-refractory hypertension and presence of psoriasis that is independent of other known cardiovascular risk factors.
Discussion
The precise pathophysiologic mechanisms that underlie psoriasis and hypertension are unknown. Researchers proposed that adipose tissue in psoriasis patients serves as a major source of angiotensinogen, which is subsequently converted to angiotensin II [27] . Angiotensin II not only promotes salt retention by kidneys; it also stimulates T-cell proliferation [28, 29] . Angiotensin II also appears to promote inflammation and the development of atherosclerosis [30] . The association between psoriasis and hypertension may also be attributed to the increased oxidative stress in psoriasis patients [31] . Greater levels of reactive oxygen species can damage endothelium-dependent vasodilation.
Some researchers have suggested that increased visceral adipose tissue in psoriasis patients may contribute to hypertension development. Increased visceral adipose tissue may be associated with accumulation of perivascular fat, which can serve as a reservoir for activated effector T cells that promote dysfunction in both hypertension and psoriasis [1] . However, these findings do not entirely explain the persistent, significant association between psoriasis and hypertension after adjustments for BMI.
Other investigators suggest that endothelin-1 may play an important role in the development of hypertension among psoriasis patients. Endothelin-1 is a protein that constricts blood vessels and increase blood pressure, and it is produced by several different cell types including keratinocytes. While the level of endothelin-1 is usually regulated through various mechanisms, their expression appears to be altered in psoriasis patients [32] . Compared to individuals without psoriasis, the level of endothelin-1 appears to be increased in lesional skin and the serum of psoriasis patients. Furthermore, endothelin-1 level appears to correlate with psoriasis disease severity [32] . Increased endothelin-1 levels are thought to exert a greater vasoconstrictive effect on the blood vessels, which contributes to the development of hypertension.
Previous population studies comparing psoriasis patients with the general population have shown a modest increase in the relative risk of developing hypertension (Table 4) [3, 23, 25, 33] . Specifically, in a prospective study among U.S. female nurses, Qureshi et al. found that women with psoriasis experienced an increased risk for developing hypertension (RR 1.17; 95% CI 1.06-1.30) [3] . In a case-control study using a health-maintenance organization database, investigators found modestly increased odds of having hypertension among psoriasis patients (OR1.37, 95% CI: 1.29-1.46) [23] . Most previous population studies have relied solely on ICD-9 diagnostic codes to identify patients with psoriasis. However, due to potential misclassification errors by providers or coders, not all ICD-9-based diagnoses in the EMR or claims databases reflect actual diagnoses of medical conditions, including psoriasis or hypertension. Therefore, we employed the method of reviewing individual physician notes to ascertain whether patients had physician-diagnosed hypertension or psoriasis. In this study, we sought to address whether psoriasis patients have more difficult-to-control hypertension compared to hypertensive patients without psoriasis. By defining cases as patients with both psoriasis and hypertension and controls as patients with hypertension alone, we ascertained that psoriasis patients were more likely to require more anti-hypertensive medications compared to those without psoriasis on both univariate and multivariate analyses after adjusting for potential confounders. These findings suggest that patients with psoriasis tend to have required a greater number of anti-hypertensive classes prescribed in these patients.
The findings of this study need to be interpreted in the context of the study design. In this case-control study, the medical records for the cases and the controls have been individually evaluated to ensure that they represent true cases or controls. This method of defining the cases and controls, though time-consuming, allowed for more accurate identification of the comparison groups. While this research methodology does not completely eliminate misclassification errors, it greatly reduces the likelihood of misclassification of cases or controls, a problem frequently encountered when using ICD-9 codes alone in population studies. Despite our best efforts to minimize misclassification errors, it is still possible that a patient with potentially severe hypertension was not on multiple anti-hypertensive medications due to not obtaining regular medical care. Although the current medical literature remains inconclusive at best regarding whether certain anti-hypertensive medications exacerbate psoriasis, it is nevertheless important to consider this possibility in a small number of patients. While we considered assessing psoriasis severity, such assessment is hampered by the lack of consistent PASI or body surface area recordings. Furthermore, in comparison to hypertension that follows a more predictive, progressive course, the clinical course for psoriasis as measured by medications is much more variable over several years. Therefore, the fluctuating nature of psoriasis disease severity makes it potentially problematic to select one data point to define the overall disease severity in a patient.
Our findings contribute to the current literature by elucidating the relationship between psoriasis and hypertension. While previous studies have shown modestly increased odds of having hypertension among psoriasis patients, our study findings suggest that psoriasis patients who have hypertension are more likely to have more difficult-to-control hypertension and require a greater number of anti-hypertensive medications than non-psoriatic, hypertensive patients. These novel findings will contribute to our understanding of the epidemiologic associations between these two conditions and provide impetus for in-depth translational and basic investigations that elucidate shared mechanisms for this epidemiologic observation. Furthermore, the results of this study may benefit physicians who regularly treat hypertensive patients and alert them to the likelihood that the psoriatic patients will likely require more intense hypertensive regimen to achieve adequate blood pressure control, compared to other hypertensive patients.
